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CLAIMS 

1. A polypeptide derivable from human NESP55 wherein the said polypeptide is 
derivable, or predicted from the amino acid sequence of human NESP55 to be de- 
rivable, by endoproteolytic cleavage of a polypeptide having the amino acid se- 
quence 

IRLEVPKRMDRRSRAQQWRRARHNYNDL 

ATSNARAQQRAAAQQRRSFLNBVHHRSGAQVFPESPESESDHEHEEADLELSLP 
ECLE YEEEFD YETE S ETE S E I E S ETDFETE PETAPTTEPETE PEDDRGP WPK 
HSTFGQSLTQRLHAIiKLRSPDAS PSRAPPSTQEPQSPREGEELKPEDKDPRRD 
PEESKEPKEEKQRRRCKPKKPTRRDASPESPSKKGPIPIRRH 

or 

MDRR S RAQQWRRARHNYNDL C P P I GRRAATALLWL S C S I ALLRALAT SNARAQ 
QRAAAQQRRS FLNAHHRS GAQ VF PE S PE S E SDHEHEEAD LEL S L PEC LE YEE E 
FDYETESETESEIESETDFETEPETAPTTEPETEPEDDRGPWPKHSTFGQSL 
TQRLHALKLRSPDASPSRAPPSTQEPQSPREGEELKPEDKDPRRDPEESKEPK ~ : ~ 

EEKQRRRCKPKKPTRRDAS PES P SKKGPIPIRRH 

(human NESP55) or of a variant thereof, wherein the polypeptide variant has an 
amino acid sequence which has at least 90% identity with the amino acid sequence 
given above. 

2. The polypeptide of Claim 1 wherein the N-terminal amino acid residue of the 
said processed polypeptide is immediately preceded in the amino acid sequence of 
human NESP55 by two consecutive basic amino acid residues or by a basic amino 
acid residue. 

3 . The polypeptide of Claim 1 or Claim 2 wherein the G-terminus of the said pro- 
cessed polypeptide is immediately preceded by two consecutive basic amino acid 
residues or by a basic amino acid residue. 
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4. The polypeptide of any one of Claims 1 to 3 comprising the amino acid se- 
quence LHAL or the amino acid sequence GPIPIRRH. 

5. The polypeptide according to any one of Claims 1 to 4 consisting of the amino 
acid sequence LHAL or the amino acid sequence GPIPIRRH. 

6. A polypeptide consisting of the amino acid sequence XnLHALZm , or X n GPI- 
PIRRHZm wherein X n represents the amino acid sequence of the consecutive n 
amino acids immediately N terminal to the amino acid sequence LHAL or GPI- 
PIRRH and wherein Zm represents the amino acid sequence of the consecutive m 
amino acids immediately C terminal to the amino acid sequence LHAL or GPI- 
PIRRH, wherein n and m may independently be any dumber between 0 and 30 
amino acids. 

7. A polypeptide according to Claim 6 wherein one or both of X n orZm consists of 
the sequence immediately flanking the LHAL or GPIPIRRH sequences in native 
human NESP55. 

8. A polypeptide variant, fragment, derivative or fusion of a polypeptide having 
the amino acid sequence 

I RLEVPKRMDRRS RA.QQWRRARHNYNDLC P P I GRRAATALLWL S C S I ALLRAL 
ATSNARAQQRAAAQQRRSFLNAHHRSGAQVFPESPESESDHEHEEADIiELSLP 
ECLEYEEEFDYETESETESEIESETDFETEPETAPTTEPETEPEDDRGPWPK 
HSTFGQSLTQRLHALKLRSPDASPSRAPPSTQEPQSPREGEELKPEDKDPRRD 
PEESKEPKEEKQRRRCKPKKPTRRDASPESPSKKGPIPIRRH 

or a fusion of a said variant or fragment or derivative, wherein the polypeptide 
variant has an amino acid sequence which has at least 90% identity with the amino 
acid sequence given above and wherein the said polypeptide variant, derivative, 
fragment or fusion does not have the amino acid sequence 

MDRRSRAQQWRRARHNYlSro^ 

QRAAAQQRRSFLNAHHRSGAQVFPESPESESDHEHEEADLELSLPECLEYEEE 
FD YETE S ETE S E I E S ETD FETE PET APTTE PETE PEDDRGP WPKH S TFGQ S L 
TQRLHALKLRS PDAS P S RAP PSTQEPQS PREGEELKPEDKD PRD PEE SKEPKE 
EKQRRRCKPKKPTRRDASPESPSKKGPIPIRRH . 
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9. A recombinant polynucleotide encoding or complementary to a polynucleotide 
encoding a polypeptide, for example a fusion polypeptide, according to any one of 
Claims 1 to 8. 

10. A recombinant polynucleotide suitable for expressing a polypeptide accord- 
ing to any one of Claims 1 to 8. 

1 1 . A polynucleotide vector construct comprising a polynucleotide according to 
Claim 9 or 10. 

12. A host cell transformed with a polynucleotide vector construct according to 
Claim 11. 

13. A method of making a polypeptide as defined in any one of claims 1 to 8 the 
method comprising culturing a host cell according to Claim 12 and isolating said 
polypeptide from said host cell. 

14. A polypeptide obtainable by the method of Claim 13. 

15. An antibody reactive towards a polypeptide according to any one of Claims 1 
to 8 or having an amino acid sequence given in claim 1 . 

1 6. An antibody according to Claim 1 5 or an antibody reactive towards the peptide 
sequence GAIPIPIRRH for use in medicine. 

1 7. A polypeptide according to any one of Claims 1 to 8 or a polypeptide having an 
amino acid sequence given in claim 1 (human NESP55) for use in medicine. 

18. A polynucleotide according to any one of Claims 9 to 1 1 or a recombinant 
polynucleotide encoding or complementary to a polynucleotide encoding, and/or 
suitable for expressing, a polypeptide having an amino acid sequence given in 
claim 1, for use in medicine. 

1 9. A pharmaceutical composition comprising an antibody as defined in Claim 1 5 
or 16 or a polypeptide as defined in Claim 17 or a polynucleotide as defined in 
Claim 1 8 or an antagonist as defined in Claim 26 or 27 and a pharmaceutically ac- 
ceptable carrier. 
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20. A method of treating or preventing obesity in a patient, the method comprising 
administering to the patient an effective amount of an antibody as defined in Claim 
15 or 16, a polypeptide as defined in Claim 17 or polynucleotide as defined in 
Claim 18 or an antagonist as defined in Claim 26 or 27. 

2 1 . The use of an antibody as defined in Claim 1 5 or 1 6 or a polypeptide as defined 
in Claim 1 7 or polynucleotide as defined in Claim 1 8 or an antagonist as defined in 
Claim 26 or 27 in the manufacture of a medicament for the treatment of obesity. 

22. A method of identifying a polypeptide (interacting polypeptide) that is ca- 
pable of interacting with a polypeptide as defined in claim 1 7, or that is capable of 
interacting with a polypeptide containing the sequence GAIPIRRH, the method 
comprising the steps of ( 1 ) exposing the said polypeptide to a test composition that 
may comprise a said interacting polypeptide, (2) detecting an interaction between 
the said polypeptide and a said interacting polypeptide and optionally (3) identify- 
ing and/or isolating the said interacting polypeptide. 

23 . A substantially pure interacting polypeptide identified or identifiable by the 
method according to Claim 24. 

24. The interacting polypeptide of Claim 23 wherein the interacting polypeptide is 
ajweptqr. 

25. A nucleic acid encoding the interacting polypeptide according to Claim 23 or 
24. 

26. An antagonist of the interacting polypeptide as defined in any one of Claim 23 
and 24. 

27. An antagonist according to Claim 26 which is an antibody. 

28. An antagonist as defined in Claim 26 or 27 for use in medicine. 

29. A method of identifying a compound capable of disrupting or preventing the 
interaction between a polypeptide as defined in claim 1 7 or a GAIPIRRH— contain- 
ing polypeptide and an interacting polypeptide according to Claim 23 or 24 
wherein the polypeptide as defined in claim 17 or the GAIPIRRH-containing 
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polypeptide and/or an interacting polypeptide according to Claim 23 or 24 are ex- 
posed to the said compound and the interaction between the polypeptide as defined 
in claim 17 or the GAIPIRRH-<X)ntaining polypeptide and an interacting poly- 
peptide according to Claim 23 or 24 is measured in the presence and absence of the 
compound 

3 0. A method of identifying a compound capable ofbinding to an interacting poly- 
peptide according to Claim 23 or 24 wherein the ability of the compound to bind to 
the said interacting polypeptide is measured. 

31. A kit of parts comprising a polypeptide as defined in claim 1 7 and ah interact- 
ing polypeptide according to Claim 231 or 24. 

32. A compound identified by or identifiable by the method of Claim 29 or 30. 

33 . A method of disrupting or preventing the interaction between a polypeptide as 
defined in claim 17 and an interacting polypeptide according to Claim 23 or 24 
wherein the said interacting polypeptide or polypeptide as defined in claim 17 is 
exposed to a compound according to Claim 32 or an antibody according to Claim 
15. 

-34. A compound according to Claim-32 for use in medicine; 

35. An interacting polypeptide according to Claim 23 or 24 for use in medicine. 

36. A method of determining whether an individual is likely to become or remain 
obese or become more obese comprising determining the level of NESP55 or a 
fragment derived or derivable from NESP55 or determining the level of a messen- 
ger RNA encoding NESP55, or the activity of NESP55 in a tissue sample, for 
example a body fluid, and determining that the said level or activity differs from a 
level or activity found in an individual that is not obese and/or not expected to be- 
come obese. 

37. A kit of parts for determining whether an individual is likely to become or re- 
main obese or become more obese the kit comprising means to determine the level 
of NESP55 or a fragment derived or derivable from NESP55 or means to deter- 
mine the level of mRNA encoding NESP55. 
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38. The use of an inhibitor of a polypeptide that is capable of cleaving NESP55 in 
the manufacture of a medicament for treating or preventing obesity. 

39 . A method of treating or preventing obesity in a patient, the method comprising 
administering to the patient an effective amount of an inhibitor of a polypeptide 
that is capable of cleaving NESP55. 

40. A compound capable of altering the expression of NESP55. 

41. A compound capable of altering the expression of NESP55 for use in medi- 
cine. / 

42. The use of a compound capable of altering the expression of NESP55 in the 
manufacture of a medicament for the treatment or prevention of obesity. 

43 . A method of treating or preventing obesity in a patient, the method comprising 
administering to the patient an effective amount of a compound capable of altering 
the expression of NESP55. 

44. A method of identifying a compound capable of disrupting or preventing the 
interaction between the peptide LHAL and human 5HTib/id receptor wherein the 
LHAL-containing polypeptide and/or the said receptor are exposed to the said 
compound and theinteraetion between the " polypeptide~and~ the "rrcepf or is 
measured in the presence and absence of the compound. 

45. A method of identifying a compound capable of binding to human 5HTib/id 
receptor wherein the ability of the compound to bind to the said interacting poly- 
peptide is measured. 

46. A kit of parts comprising a LHAL-containing peptide and human 5HTib/id 
receptor. 

47. A compound identified by or identifiable by the method of Claim 44 or 45. 

48. An antibody which reacts with human 5HTib/id receptor for use in medicine. 

49. A method of disrupting or preventing the interaction between the peptide 
LHAL and human 5HTib/id receptor the method comprising exposing the human 
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5HTib/id receptor to a compound according to Claim 47 or an antibody as defined 
in Claim 48 or an antibody reactive against the peptide sequence LHAL. 

50. A method of treating or preventing obesity in a patient, the method comprising 
administering to the patient an effective amount of a compound according to 
Claim 47 or an antagonist of human 5HTib/id receptor or an antibody reactive 
against the peptide sequence LHAL. 

51. A method according to Claim 50 wherein the human 5HTib/id receptor antag- 
onist is an anti-receptor antibody. 

* 

52. Use of an antagonist of human 5HTi b/i d receptor or a compound according to 
Claim 47. or an antibody reactive against the peptide sequence LHAL in the manu- 
facture of a medicament for treating or preventing obesity. 
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